(A

o \%e JTo CJ'J—.'I

53g-L1> sLaULS o5 g 49

53 DNA & JLats 35550 (Se35)g3ly kDa-43 (il s (g3l Jlsb (Sl

O 399 9 Caew 9y Golows b Mixe uunn 31,3

s Alie LSSl Glgie

Pathological 43-kDa Transactivation Response DNA-Binding

Protein in Older Adults With and Without Severe Mental Illness
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We herein show that pathological TDP-43 is present in
a subgroup of patients with chronic SMI, mainly schizo-
phrenia, and controls, with the burden of TDP-43 pa-
thology being higher with advancing age. While TDP-43
pathology might underlie behavioral impairments or de-
mentia in these patients with SM1/schizophrenia, the pres-
ence of similar pathology in controls suggests that the
findings may be related to aging. Although no diagnos-
tic CNS topographical algorithms for the emergence of
TDP-43 pathology have been developed yet, these re-
sults may signify that limbic regions are the earliest af-
fected in the course of a cerebral TDP-43 multisystem
proteinopathy. However, this view requires further study
and the data presented provide an age-related baseline
for the prevalence of TDP-43 in controls, which will be
important for developing whole-brain evolution schemes
for TDP-43 pathology in neurodegenerative TDP-43
proteinopathies.
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